Figure S1 Figure 3 . (e) During conditioning, mice were first exposed to two 30 s, 1000 Hz neutral tones (NT) to assess any potential noise-induced freezing prior to conditioning. Conditioning consisted of 3 tone (4000 Hz)-foot-shock (0.6 mA) pairings, with the tone played for 30 s and the foot-shock taking place in the last 2 s of the tone. 
Supplemental

Supplementary Methods
Quantitative PCR (qPCR) qPCR was conducted as previously described 1 . Briefly, WT and Bdnf-e4 adult mice (n=4-5 per genotype) were cervically dislocated and brain tissues were snap frozen with isopentane-this tissue was used for both qPCR and ELISA. Total RNA was isolated from hippocampus (HPC) and PFC (PFC) using TRIzol (Life Technologies, Carlsbad, CA). RNA was purified using an RNeasy minicolumn (Qiagen, Valencia, CA) and quantified by a NanoDrop spectrophotometer (Agilent Technologies, Savage, MD).
Using Superscript III (Life Technologies), RNA concentration was normalized and reverse transcribed into single-stranded cDNA (Life Technologies). Quantitative PCR was performed using a Realplex thermocycler (Eppendorf, Hamburg, Germany) using GEMM mastermix (Life Technologies) with 40 ng of synthesized cDNA. Individual mRNA levels were normalized for each well to Gapdh mRNA levels.
Homecage Behavior Monitoring
Homecage recordings were conducted as described previously 2 . Mice were placed in a home cage environment in a sound-attenuated, temperature-controlled chamber.
Recordings using digital cameras were begun at 6 pm, at the beginning of the dark cycle. Infrared light was used for illumination during the dark cycle. Automated video analysis of homecage behavior was completed using HomeCageScan (HCS) software (Cleversys Inc., Reston, VA). Using HCS, detection of behavior occurs by utilizing information about whole-body movements of the mouse-animal body parts such as head, tail, and limbs are identified, and then sequences of data are used to automatically analyze animal behavior in durations > 6 frames.
Testing of Baseline Behaviors
Prior to all behavioral testing, mice were habituated for at least one hour in a quiet room with low lighting. Open field, Light dark box testing, and elevated zero results were all assessed using Topscan behavioral software from CleverSys, Inc. Video was recorded from above, with a "bird's eye" view. Open field testing-Mice were placed in the center of an 18"x18" box. Distance travelled and duration spent in the corner and center within the arena of the box was tracked. Light dark box-Mice were placed into a 10"by17" box with an enclosed, dark space area and a light, open area to assess anxiety. Frequency and duration of time spent in both the light and dark areas of the box were recorded. swim test-mice were placed in a warm water tank for 6 minutes, and the bouts and duration of immobility were measured. The last 4 minutes was used for the total duration measurement, to examine escape-related behavior.
Cued and Contextual Extinction
For all experiments, WT and Bdnf-e4 -/-mice were conditioned as described in the main text, and in Fig S4e. During conditioning, mice were first exposed to two 30 s, 1000 Hz neutral tones (NT) to assess any potential noise-induced freezing prior to conditioning.
Conditioning consisted of 3 tone (4000 Hz)-foot-shock (0.6 mA) pairings, with the tone played for 30 s and the foot-shock taking place in the last 2 s of the tone. For cue and context extinction, mice were extinguished 24 h post-conditioning. For cue extinction, the interior of the conditioning chamber was altered with novel spatial cues and the animals were set in a plastic container, which covered the metal floor bars associated with foot
shock. An identical auditory protocol was used for cue extinction that was used for the cue/context paradigm. For context extinction, mice were placed back in the conditioning chamber for 15 min and time spent freezing for each min was scored, and then averaged across 5 min. 
